Background: In recent years, there has been a growing concern that abdominal aortic calcification (AAC) has a predictive effect on the prognosis of patients with end-stage renal disease (ESRD). However, whether other vascular calcification (VC) can predict the occurrence of adverse events in patients, and whether it is necessary to assess the calcification of other blood vessels remains controversial. This study aimed to assess VC in different sites using X-ray films, and to investigate the predictive effects of VC at different sites on all-cause mortality and cardiovascular (CV) mortality in peritoneal dialysis (PD) patients. Methods: The data of Radiographs (lateral abdominal plain film, frontal pelvic radiograph and both hands radiograph) were collected to evaluate the calcification of abdominal aorta, iliac artery, femoral artery, radial artery, and finger arteries. Patients' demographic data, clinical characteristics, laboratory data were recorded. The total follow-up period was 8 years, and the time and cause of death were recorded. Survival curves were estimated using Kaplan-Meier analysis. COX regression analysis was used to examine independent predictors of all-cause mortality and CV mortality. Results: One hundred fifty PD patients were included, a total of 79 patients (52.7%) died at the end of follow-up. After adjusting variables in the multivariate COX regression analysis, AAC was an independent predictor of all-cause mortality in PD patients (HR = 2.089, 95% CI: 1.089-4.042, P = 0.029), and was also an independent predictor of CV mortality (HR = 4.660, 95% CI: 1.852-11.725, P = 0.001). We also found that femoral artery calcification had a predictive effect on all-cause and CV mortality. But the calcification in iliac artery, radial artery, and finger arteries were not independent predictors of patients' all-cause and CV mortality in PD patients. Conclusion: AAC was more common in PD patients and was an independent predictor of all-cause mortality and CV mortality. The femoral artery calcification also can predict the mortality, but the calcification of iliac artery, radial artery, and finger arteries cannot predict the mortality of PD patients.
Introduction
Vascular calcification (VC) is a common complication in patients with end stage renal disease (ESRD), and it is one of the most common causes of cardiovascular disease (CVD) [1, 2] . In ESRD patients, the incidence of CVD is 20 to 30 times higher than that of the general population [3] , and cardiovascular death is the leading cause of death in dialysis patients [4, 5] . The clinical practice guideline for chronic kidney disease-mineral and bone disorder (CKD-MBD) of Kidney Disease: Improving Global Outcomes (KDIGO) suggested that if patients with chronic kidney disease (CKD) stage 3-5 have vascular or valvular calcification, they should be seen as having highest CV risk, and use this information to guide the management of CKD-MBD [6, 7] .
Previous studies investigated the relationship between VC or valvular calcification and the prognosis of patients with ESRD. Studies showed that in patients with hemodialysis (HD) and PD treatment, aortic arch calcification is an independent predictor of CV mortality and all-cause mortality. As the degree of calcification increases, the risk of poor prognosis increases [8] [9] [10] [11] . Von et al. [12] found that high coronary calcification score is an independent risk factor for CV mortality and non-CV mortality in HD patients. In addition, several studies suggested that the presence and severity of valvular calcification is associated with an increased risk of all-cause mortality in HD patients [13, 14] . Take all the above together, it can be concluded that it is necessary to assess VC for patients on HD or PD.
In daily clinical work, it is necessary to assess VC of patients. There are several different methods for assessing VC: electron beam computed tomography (EBCT) or multislice computed tomography (MSCT) for coronary artery assessment, abdominal aortic calcification (AAC) score varying from 0 to 24 points developed by Kauppila et al. [15] , aortic calcification score ranged from 0 to 8 points developed by Schousboe et al. [16] , AAC index expressed as a percentage [17, 18] , thoracic aortic calcification index, calcification score of iliac, femoral, radial and finger arteries varying from 0 to 8 points developed by Adragao et al. [19] , assessing calcification of iliac artery by pelvic CT, and assessing cardiac valve calcification by echocardiography and so on. Using EBCT and MSCT to assess VC in patients is expensive and unsuitable for widely use in dialysis centers. The KDIGO guideline recommended that for patients with CKD stage 3-5D, lateral abdomen X-ray can be used to detect the presence of vascular calcification, which is a reasonable alternative to CT [20] .
Although the prevalence of VC is higher in patients with CKD, arteries in some areas are not sensitive to calcification comparing with main arteries, such as finger arteries [21] . O'Neill et al. performed histological studies on arterioles with a diameter of 10-1500um, suggesting that the mechanism of calcification in different types and sizes of arteries may be different [22] . Adragao et al. [19] indicated that the calcification score of small and medium arteries has predictive value for the occurrence of CVD in patients. In our previous study, we found that the influencing factors were different in VCs occurred in different sites in peritoneal dialysis (PD) patients [23] .
At present, there were few studies focused on the predictive effect of calcification of iliac artery, femoral artery, radial artery and finger arteries on the prognosis of dialysis patients, especially PD patients. Whether it is necessary to assess the calcification of arteries in different sites remains controversial. Therefore, we conducted a retrospective cohort study, using X-ray films to assess VC of different sites, and to investigate the relationship between VC and all-cause mortality and CV mortality in PD patients.
Materials and methods

Study design and subjects
This study enrolled maintenance PD patients with ESRD in Peking University People's Hospital PD center. Inclusion criteria for participants were age > 18 years old, PD duration ≥6 months, in stable clinical condition and regular follow-up. Exclusion criteria: patients transformed from HD or received kidney transplantation; patients withdrew during the follow-up period (transfer to hemodialysis, receive kidney transplantation or move to other center). Radiographs (lateral abdominal radiograph, frontal pelvic radiograph and both hands radiograph) were obtained for each patient between April 2010 and December 2014. Patients were followed up until May 2018. The death time and cause were recorded in death cases. All follow-up information was obtained from our Center's medical records. A total of 154 patients met the criteria, but 4 patients (one for lacking laboratory examination data, and three for without radiographs) were excluded. So a total of 150 patients were included in this study. The primary end point was death due to any cause (allcause death). The secondary end point was CV death, defined as death due to heart failure, myocardial infarction, arrhythmia, sudden cardiac death, cerebrovascular disease, atherosclerotic heart disease and cardiomyopathy.
The study was approved by the Ethics Committee of Peking University People's Hospital (ethical approval number: 2018PHB149). As this study was a retrospective observational cohort study without any intervention, informed consent was exempted by the Ethics Committee.
Demographic and clinical data
Demographic and clinical characteristics were collected, including age, gender, PD duration, primary disease, the history of diabetes, hypertention, CVD, cerebrovascular dialysate glucose load, urinary output and body mass index (BMI). laboratory indices including serum total calcium (Ca), phosphate (P), serum intact parathyroid hormone (iPTH), alkaline phosphatase (ALP), albumin (ALB), triglycerides (TG), low-density lipoprotein cholesterol (LDL-C), carbon dioxide combining power (CO 2 CP), hemoglobin (HB) and total urea clearance (Kt/V). Mean values of 3 measurements during the 3 months before radiographs. The mean values of systolic blood pressure (BP), diastolic BP, pulse pressures and urinary output during the 3 months before X-ray examination were calculated.
Evaluation the vascular calcification of different sites
We used lateral abdominal radiograph, frontal pelvic radiograph and both hands radiograph to evaluate the calcification of abdominal aorta, iliac artery, femoral artery, radial artery and finger arteries. This method was described by WANG Mi and WANG Mei et al. previously [24] [25] [26] , and it was an improvement based on the method described by Adragao et al. [19] . In Adragao's method, radiographs of the pelvis were divided by 2 lines: a horizontal line just above the femoral heads and a median vertical line; and radiographs of each hand were divided by a horizontal lone over the proximal end of the metacarpals, with total 8 points. The method of WANG Mi and WANG Mei was also added the score of abdominal aorta: the lateral abdominal radiographs were divided into two sections by a horizontal line over the intervertebral space between L2 and L3, and the presence of calcification was given 1 point for each part. Scores from all parts summed up to a total score, which ranging from 0 to 10. The radiographs were reviewed by 2 radiologists blindly. For the inconsistent results, 2 radiologists re-scored and discussed together and then gave a unified result. Meanwhile, to investigate the effect of severity of VC on patients' prognosis, patients were divided into 4 groups according to VC score: 0 point was classified as no calcification, 1 to 3 points was classified as mild calcification, and 4 to 6 points was classified as moderate calcification, > 6 points was classified as severe calcification.
Statistics
Continuous variables were expressed as mean ± standard deviation or median with IQR, and categorical data were expressed as number and percentages. Differences in mean and median values between groups with and without AAC were evaluated by using inde- 
Results
Demographic data and clinical characteristics
A total of 150 PD patients were included, including 76 males (50.7%), with an average age of 60.4 ± 14.0 years (21-75) and a median dialysis vintage of 24 (16, 39) months. Primary renal diseases were predominantly diabetic nephropathy (n = 59, 39.3%), followed by chronic glomerulonephritis (n = 57, 38.0%), chronic tubulointerstitial nephropathy (n = 15, 10.0%), hypertensive renal disease (n = 17, 11.3%), and others (n = 2, 1.3%). There were 64 patients (42.7%) with diabetes. 37 patients (24.7%) with CVD history and 17 (11.3%) with cerebrovascular disease history (Table 1) . Among these patients, 136 patients (90.7%) were treated with CAPD, 9 (6.0%) were treated with IPD and 5 (3.3%) were treated with APD. All the patients used (17), cerebrovascular disease (9) and heart failure (1) . Furthermore, there were 43 non-CV deaths, including (2), and others (12) .
Abdominal aortic calcification 91 (60.7%) of the patients had AAC. Compared with patients without AAC, patients with AAC had older age, higher proportion of hypertension and diabetes, longer dialysis duration, higher BMI and TG levels, and higher dialysate glucose load, lower diastolic blood pressure (DBP), less urinary output, and lower ALB level. See Table 1 . Kaplan-Meier analysis was used to examine the relationship between AAC and patients' prognosis. Compared with patients without AAC, the risk of all-cause mortality was significantly higher in patients with AAC (log-rank test, P < 0.001, Fig. 1 ), and the risk of CV mortality was also significantly higher (log-rank test, P < 0.001, Fig. 2 ). In the univariate COX regression analysis, age ≥ 65 years, history of hypertension, diabetes, BMI ≥ 24.00, lower DBP, lower ALB, TG ≥1.7 mmol/L, higher LDL-C, HCO3-and AAC were predicted indicators of all-cause mortality of patients. Age ≥ 65 years, diabetes, lower ALB, higher LDL-C, history of cerebrovascular disease and AAC were predictors of CV mortality ( Table 2) .
Variables that showed P < 0.05 on univariate COX regression analysis were entered as possible factors in the multivariate COX regression model. The presence of AAC was a significant factor associated with allcause mortality (HR = 2.089, 95% CI: 1.089-4.042, P = 0.029, Table 3 ) in addition to older age and diabetes. Similarly, the presence of AAC was an independent predictor of CV mortality (HR = 4.660, 95% CI: 1.852-11.725, P = 0.001, Table 3 ) in addition to previous history of cerebrovascular disease, diabetes. The all-cause mortality and CV mortality of the patients with AAC were significantly higher than those without AAC ( Figs. 3 and 4) .
Other vascular calcifications
The occurrence of vascular calcification in various sites is shown in Table 4 . A total of 108 (72.0%) patients had VC, and the prevalence of AAC was the highest (60.7%), followed by femoral artery and iliac artery. The prevalence of calcification of finger arteries was the lowest, with only 13 (8.7%). According to the VC score, 42 patients (28.0%) were in the group without calcification, 61 (40.7%) in the group of mild calcification, 30 (20.0%) in the group of moderate calcification, and 17 (11.3%) in the group of severe calcification (Table 4) .
Univariate COX regression analysis was performed for the presence or absence of calcification of iliac artery, femoral artery, radial artery, and finger arteries. It was found that calcification of iliac artery and femoral artery were predictors of all-cause mortality in patients, and calcification of iliac artery and femoral artery were predictors of CV mortality. In multivariate COX regression analysis, after adjusted for age, diabetes, DBP, ALB, TG, HCO3 − and LDL-C, only femoral artery calcification was an independent predictor of all-cause mortality in patients (Table 5) ; after adjusted for age, diabetes, ALB, LDL-C, cerebrovascular disease, only femoral artery calcification can independently predict the increasing risk of CV mortality in PD patients ( Table 6 ). The effects of different severity of VC on patients' prognosis were estimated by univariate and multivariate COX regression analysis. In multivariate COX regression analysis, after adjusted for variables, mild calcification, moderate calcification and severe calcification were independent predictors of all-cause mortality in patients comparing absence of VC. The risk of all-cause mortality in patients with moderate or severe calcification was significantly higher than that in patients with mild calcification and without calcification (Table 5 ). In the analysis of predictors of CV mortality, moderate and severe calcification were independent predictors after adjusting for age, diabetes, ALB, LDL-C, and history of cerebrovascular disease ( Table 6 ). The survival curves of the groups adjusted by variables were shown in Figs. 5 and 6.
Discussion
According to our results, AAC was an independent predictor of all-cause mortality and CV mortality in PD patients. In addition to AAC, femoral artery calcification was also an independent predictor of all-cause mortality and CV mortality, while VC in other sites had no predictive effect on patients' prognosis. And the VC scores also had a predictive effect on the prognosis of PD patients, as the total VC score increases, the risk of all-cause mortality and CV mortality increases. The abdominal aorta is a site that is prone to atherosclerosis and calcification, and it is a good indicator of VC in patients and can predict all-cause and CV mortality according to previous studies [27] [28] [29] . Moreover, in order to observe the position of the PD catheter and the intra-abdominal condition, PD patients usually performed imaging examinations such as abdominal X-ray or abdominal CT. Using these imaging films to evaluate AAC can provide important information for the management of CVD in PD patients without any additional cost. And evaluating the presence or absence of VC or calcification scores is convenient for clinicians to perform. However, VC in other areas has received little attention and assessment of the predictive value of mortality. Femoral artery is a medium-sized artery. We found that femoral artery calcification was a good predictor of risk of allcause mortality and CV mortality in PD patients. Moreover, it is easy to know whether or not the femoral artery is calcified by X-ray film. For patients with high risk of VC, the calcification of the abdominal aorta and femoral artery can be evaluated simultaneously, and the VC burden caused by CKD-MBD and the effect of prognosis can be more accurately understand.
Among VC in different sites, the prevalence of AAC was the highest (60.7%), and the prevalence of calcification of the iliac artery, femoral artery, radial Severe calcification (7-10points) 17 (11.33) artery and finger arteries was significantly lower than that of the abdominal aorta. Even the calcification of the small and medium arteries was mostly accompanied by calcification of large artery, there still independent existence of calcification in small and medium arteries. In the study of O'Neil et al. [22] , by comparing the calcification of small arteries and arterioles in CKD patients and controls, they found that vascular smooth muscle cells maintained the normal phenotype and no apoptosis in CKD patients. And they found that media calcification in small arteries didn't involved osteogenic transdifferentiation of vascular smooth muscle cells. These were not equal to the pathogenesis of medial calcification of other arterial types. Indeed, the susceptibilities of calcification were different in vary artery sizes and types. The different ontogenic origin of different portions of vascular smooth muscle cells maybe one of the main mechanisms [30] .
VC may affect the prognosis of patients through the following aspects. First, intimal calcification may aggravate atherosclerosis, thereby increasing the risk of developing arterial occlusive disease [31, 32] . Second, VC reduces arterial elasticity and causes an increase in arterial stiffness. Decreased aortic reserve function leads to a decrease in diastolic blood flow in the coronary arteries, which ultimately leads to myocardial ischemia [33] . Third, long-term left ventricular load aggravation can cause left ventricular hypertrophy, and gradually develop into heart failure [33] . In addition to AAC, age and diabetes are traditional risk factors for increased risk of mortality in CKD patients. The cause of death in some patients in the present study was diabetic foot-related infection. A history of cerebrovascular disease, diabetes, and high level of LDL-C were independent predictors of CV mortality in patients. Patients with a history of cerebrovascular disease tend to have a significantly increased risk of cerebrovascular accidents. Diabetes and dyslipidemia accelerate the development and progression of atherosclerosis and VC, further increasing the incidence of CVD and CV events. Previous studies have shown that high levels of serum P, Ca and iPTH were risk factors for VC. IPTH can increase the expression of cartilage matrix and increase the intracellular calcium content, thereby promoting the formation of VC [32, 34] . Meanwhile, the serum levels of Ca, P and iPTH were related to the occurrence of CVD and CV mortality in ESRD patients [35, 36] . However, the results of the present study showed that serum levels of Ca, P, and iPTH were not significantly different between the two groups with or without AAC, and they were not associated with prognosis. The possible reasons were: our center has consistently adhered to continuous quality improvement (CQI) for Ca and P metabolic disorders, so the laboratory indices of most patients are within the target range. The average serum Ca of the selected patients was 2.32 mmol/L, P 1.49 mmol/L, iPTH 140 pg/ml, which minimized the influence of Ca and P metabolic disorders on patients.
There were also some limitations in this study. First, the study was designed as a retrospective cohort study, and there were some differences in baseline characteristics between groups at the time of enrollment. Even if the relevant variables were corrected during the statistical analysis process, the effect of confounding factors was inevitable. Second, the number of sample size was relatively small. But, the present study can objectively estimate the predictive effect of VC of various sites on the prognosis of PD patients, and further guide the clinical management and treatment of CKD-MBD.
Conclusions
In conclusion, we evaluated VC in different sites of PD patients by a retrospective cohort study. The results showed that the prevalence of AAC was pretty high (60.7%), and AAC was an independent predictor of allcause mortality and CV mortality in PD patients. In other sites of VC, femoral artery calcification can predict the increasing risk of all-cause mortality and CV mortality in patients, as the calcification in iliac, radial, and finger arteries were not associated with the prognosis of PD patients. And the VC score had a predictive effect on the mortality of PD patients. Therefore, in daily clinical work, excessive imaging examinations of VC should be avoided to reduce 
